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DETAILED ACTION 

Applicant's response, filed June 29, 2005, is acknowledged. Claims 1 , 2, 4, 5, 7- 
10, 13, 15, and 26-46 are cancelled. Claims 47-85 are newly added. 
Claims 47-85 are pending. 



Withdrawn Rejections 
35 U.S.C. § 112, l^^parag., Written Description 

Applicant's arguments, see Applicant's response, pages 12-13, filed, May 25, 
2005 with respect to claims 1, 2, 4, 5, 7-10, 13, 15, 26-46, have been fully considered 
and are persuasive. The rejection of claims 1, 2, 4, 5, 7-10, 13, 15, 26-46 has been 
withdrawn because the claims have been cancelled. 



New/IVIaintained Rejections 
Double Patenting 

A rejection based on double patenting of the "same invention" type finds its 
support in the language of 35 U.S.C. 101 which states that "whoever invents or 
discovers any new and useful process ... may obtain a patent therefor ..." (Emphasis 
added). Thus, the term "same invention," in this context, means an invention drawn to 
identical subject matter. See Miller v. Eagle Mfg. Co., 151 U.S. 186 (1894); In re 
Ockert, 245 F.2d 467, 1 14 USPQ 330 (CCPA 1957); and In re Vogel, 422 F.2d 438, 164 
USPQ 619 (CCPA 1970). 

A statutory type (35 U.S.C. 101) double patenting rejection can be overcome by 
canceling or amending the conflicting claims so they are no longer coextensive in 
scope. The filing of a terminal disclaimer cannot overcome a double patenting rejection 
based upon 35 U.S.C. 101. 

Claims 47, 54, 55, 64, 66, 69 are provisionally rejected in modified form under 35 



U.S.C. 101 as claiming the same invention as that of claims 22, 23, 28, 51-54 of 
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copending Application No. 09/874,389. This is a provisional double patenting rejection 
since the conflicting claims have not in fact been patented. This rejection has been 
modified to include additional claims wherein provisional double patenting exists. It is 
noted that Applicants have not traversed the grounds of rejection. 



The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. See In re Goodman, 1 1 
F.3d 1046, 29 USPQ2d 2010 (Fed. Cir. 1993); In re Long!, 759 F.2d 887, 225 
USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 
1982); in re Vogel, 422 F.2d 438, 164 USPQ 619 (CCPA 1970);and, In re Thorington, 
418 F.2d 528, 163 USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1 .321(c) may be 
used to overcome an actual or provisional rejection based on a nonstatutory double 
patenting ground provided the conflicting application or patent is shown to be commonly 
owned with this application. See 37 CFR 1.130(b). 

Effective January 1, 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 

The rejection of cancelled claims 1, 2, 4, 5, 7-10, 13, 15, and 26-46 is maintained 
over new claims 47-85 under the judicially created doctrine of obviousness-type double 
patenting as being unpatentable over claims 1-25 of U.S. Patent No. 5,866,755 (2/2/99) 
for reasons of record set forth in the previous Office Actions of 7/8/99, 9/13/01 , 5/21/03, 
4/24/04, and 1/1 1/05. It is noted that Applicants have not traversed the grounds of 
rejection. 



Response to Arguments 



Application/Control Number: 09/241 ,347 Page 4 

Art Unit: 1632 

It is noted that Applicant's request to hold the obviousness-type double patenting 
rejection with regards to claims 47-85 of the instant invention as being unpatentable 
overclaims 1-25 of U.S. Patent 5,866,755 in abeyance until the indication of allowable 
claims was acknowledged April 20, 2004. 

Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled In the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 47-85 are rejected in modified form under 35 U.S.C. 112, first paragraph, 
because the specification, while being enabling for 

a transgenic mouse comprising in its genome, a tTA expression construct 
comprising a nucleic acid sequence (SEQ ID NO. 1) encoding tTA'^ operably linked to a 
CMV promoter and a luciferase reporter construct comprising a nucleic acid sequence 
encoding luciferase operably linked to a tetracycline-responsive PhCMv* promoter (SEQ 
ID NO. 8), wherein luciferase activity was detectable in the seven tissues of the double 
transgenic mice examined: pancreas, kidney, stomach, muscle, thymus, heart, and 
tongue, 

does not reasonably provide enablement for 

a non-human transgenic animal comprising in its genome, 
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a) a transgene construct comprising a transcriptional regulatory element 
functional in cells of the animal operatively linked to a polynucleotide sequence 
encoding a fusion protein which inhibits transcription in eukaryotic cells, 

b) the fusion protein comprising a first polypeptide, which is a Tet repressor or 
mutated Tet repressor that binds to a tet operator sequence, operatively linked to a 
heterologous second polypeptide which inhibits transcription in eukaryotic cells, wherein 
i) the transgene is expressed in cells of the animal at a level sufficient to produce 
amounts of the fusion protein that are sufficient to inhibit transcription of the tet 
operator-linked gene, and ii) the level of transcription of the tet operator-linked gene is 
upon regulation less than the level of transcription prior to regulation by the fusion 
protein; 

a non-human transgenic animal comprising in its genome, 

a) a transgene comprising a transcriptional regulatory element functional in ceils 
of the animal operatively linked to a polynucleotide sequence encoding a fusion protein 
which inhibits transcription of said tet operator linked gene, 

b) said fusion protein comprises a first polypeptide which is a Tet repressor 
operably linked to a heterologous second polypeptide which inhibits transcription of said 
tet operator-linked gene in eukaryotic cells, 

c) said tet operator-linked gene is expressed at detectable levels in cells of the 
animal in the presence of tetracycline or an analogue thereof. 
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d) said transgene is expressed in cells of the animal at a level sufficient to 
produce amounts of said fusion protein that are sufficient to inhibit transcription of the 
tet operator-linked gene, and 

e) in the absence of tetracycline or a tetracycline analogue in the animal, said 
fusion protein binds to the tet operator-linked gene and inhibits transcription of the tet 
operator linked gene, wherein the level of expression of the tet operator-linked gene can 
be upregulated by administering tetracycline or a tetracycline analogue to the animal; 

a non-human transgenic animal having a transgene integrated into the genome 
of the animal and also having a tet operator-linked gene in the genome of the animal 
wherein: 

a) the transgene comprises a transcriptional regulatory element functional in cells 
of the animal operatively linked to a polynucleotide sequence encoding a fusion protein 
which inhibits transcription of said tet operator linked gene, 

b) said fusion protein comprises a first polypeptide that is a mutated Tet 
repressor that binds to tet operator sequences in the presence, but not the absence, of 
tetracycline or a tetracycline analogues, operably linked to a heterologous second 
polypeptide which inhibits transciprion of said tet operator-linked gene in eukaryotic 
cells; 

c) said tet operator-linked gene is expressed at detectable levels in cells of the 
animal in the absence of tetracycline or an analogue thereof. 
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d) said transgnee is expressed in cells of the animal at a level sufficient to 
produce amounts of said fusion protein that are sufficient to inhibit transcription of the 
tet operator-linked gene, and 

e) in the presence of tetracycline or a tetracycline analogue in the animal, said 
fusion protein binds to the tet operator-linked gene and inhibits transcription of the tet 
operator-linked gene, wherein the level of expression of the tet operator-linked gene can 
be upregulated by depleting tetracycline or a tetracycline analogue from the animal, 

and 

a transgenic non-human animal having atransgene integrated into the genome of 
the animal, wherein: 

a) the transgene comprises a transcriptional regulatory element functional in cells 
of the animal operatively linked to a polynucleotide sequence encoding a fusion protein 
which inhibits transcription of a tet operator-linked gene, 

b) the fusion protein comprises a first polypeptide that is a Tet repressor or a 
mutated Tet repressor that binds to a tet operator sequence, operatively linked to a 
second polypeptide which inhibits transcription in eukaryotic cells, and 

c) said fusion protein is expressed in cells of the animal. 

The specification does not enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the invention 
commensurate in scope with these claims for reasons of record stated in Office Actions 
of 7/8/99, 9/13/01, 5/21/03, 4/24/04, and 1/11/05. It is noted that compared with the 
previous Office Action, the present scope of enablement is narrower. The scope of the 
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previous Office Actions was transgenic mice. However, now, tlie scope has been 
narrowed to the mice taught in the specification. The scope is narrower because in light 
of the teachings of Hammer et a!., as discussed in the previous Office Actions, an 
artisan cannot predict what the phenotype is of a transgenic mouse comprising the tet 
system, wherein any heterologous protein is expressed. Because the art teaches 
unpredictability in phenotype exhibited by transgenic mice that overexpress 
heterologous proteins and the specification does not teach an artisan how to overcome 
the teachings of the art, an artisan would need to determine empirically whether each 
heterologous protein expressed in a transgenic mouse has a phenotype corresponding 
to the overexpression. The specification does not enable any person skilled in the art to 
which it pertains, or with which it is most nearly connected, to make and use the 
invention commensurate in scope with these claims. 

Response to Arguments 

Applicant's arguments, pages 10-12 of Applicant's response, filed June 29, 2005, 
have been fully considered but they are not persuasive. 

With regards to the Applicant's argument that "enablement of the claimed 
invention does not require a skilled artisan to be able to make and use a transgenic 
animal exhibiting a phenotype (Applicant's response, page 10, part A)," the Examiner 
does not find the argument persuasive. The art teaches that there are many examples 
in which transgenic non-human animals have been made and which exhibit no 
phenotype (e.g. see Duff et al., 1996, Nature, 383: 710-713, who teach that mice that 
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overexpress presenilin 1 (PS1) exhibit no phenotype). For an artisan, this means that 
the transgenic animal looks similar to the wild type control and cannot be used to 
compare differences between the wild type state of the animal and the state as a result 
of the transgene. The breadth of the claims, as written, encompasses transgenic non- 
human animals which have no phenotype. Neither the specification nor the art teaches 
an artisan how to use any transgenic non-human animals that exhibit no phenotype. 
For this reason, the specification does not enable the artisan to practice the claimed 
invention for its fullest breadth. 

With regards to the Applicant's argument that the claimed invention encompass 
transgenic animals, wherein the animals lack a phenotype are usable by artisans as 
these animals can express a protein of interest in the milk of the animal (Applicant's 
response, page 10, section B), the Examiner does not find the argument persuasive. 
The reason for this is because while the specification indicates the idea on page 50, 
nothing in the specification teaches an artisan what proteins could be expressed in milk, 
nor was any guidance provided as to how one would obtain and purify the protein of 
interest from the milk. The art teaches that protein purification in not routine in the art 
as the purification of any protein is not carried out in a similar series of method steps. 
Rather, protein purification is an empirical .process. The specification does not provide 
any guidance as to how one would obtain any protein secreted in the milk by transgenic 
animals. Further, the claims are not so limited and read broadly on the expression of 
any protein, including intracellular and transmembrane proteins which are not capable 
of being secreted. 
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With regards to the Applicant's response that the specification provides extensive 
guidance of how to prepare a transgenic animal comprising a transgene, as claimed 
(Applicant's response, pages 11-12, section C) the Examiner does not find the 
argument persuasive. The reason for this is because the focus of the Examiner's 
argument was not so much that the specification lacked the steps needed to generate a 
transgenic animal comprising the tet transgene system. Rather, the specification lacked 
guidance that teaches an artisan how to anticipate any phenotype using any transgenic 
non-human animal comprising the tet transgene system. This means that the 
specification has not taught an artisan how to anticipate all phenotypes (and lack of 
phenotypes) in all transgenic animals made by this system. The Examiner has pointed 
to the teachings of Hammer et al. who teach that not all heterologous transgene 
constructs will function similarly in all species of animals (e.g. see Office Action of July 
8, 1999, page 4). For example, the Examiner has indicated that not all promoters and 
enhancer elements many not function in all species of animal because they may require 
specific cellular factors (Office Action, July 8, 1999, page 4, 2""* parag.). With regards to 
expressing a gene of interest, the art teaches that not all genes of interest have activity 
in heterologous animals. For example, Hammer et al., (1986, J. of Anim. Sci., 63: 269- 
278) teach that transgenic mice and pigs comprising a transgene comprising a nucleic 
acid sequence encoding human growth hormone (hGH) could express hGH mRNA 
(Hammer et al., 1986, page 274, under "Expression of mThGH Genes"). However, 
when determiriing whether transgenic animals responded to hGH, Hammer et al. teach 
that while transgenic mice responsded to hGH, the transgenic pigs did not (Hammer et 
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al., 1986, page 276, parag. under "Effect of Foreign GH on Growth"). Thus, with 
regards to the instant invention, nothing in the specification teaches an artisan how to 
overcome the teachings in the art, wherein an artisan could predict that expression of a 
heterologous gene of interest, driven by a promoter or enhancer of interest will result in 
a phenotype in any transgenic non-human animal, such that an artisan could detect a 
phenotype and use the animal. It would be undue experimentation for an artisan to 
determine the phenotypes for each transgene and each promoter and enhancer in 
every species of animal. It would also be undue experimentation for an artisan to know 
what are the parameters used to determine whether a transgenic animal would exhibit a 
phenotype when expressing a heterologous transgene and if that animal exhibited a 
phenotype, what the phenotype would be, as the specification and the art do not provide 
any guidance. 

In view of the lack of guidance, working examples, breadth of the claims, and 
state of the art of making and using transgenic animals at the time of the claimed 
invention was made, it would have required undue experimentation to make and/or use 
the invention as claimed. 

Thus, for the reasons described above, while the specification enables an artisan 
to make and use a transgenic mouse comprising in its genome, a tTA expression 
construct comprising a nucleic acid sequence (SEQ ID NO. 1) encoding tTA'^ operably 
linked to a CMV promoter and a luciferase reporter construct comprising a nucleic acid 
sequence encoding luciferase operably linked to a tetracycline-responsive PhCMv* 
promoter (SEQ ID NO. 8), wherein luciferase activity was detectable in the seven 
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tissues of the double transgenic mice examined: pancreas, kidney, stomach, muscle, 
thymus, heart, and tongue, the specification does not reasonably provide enablement 
commensurate with the full scope of the claims. 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification sliall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 54, 66, 71 , 74 are newly reiected under 35 U.S.C. 112, second 
paragraph, as being indefinite for failing to particularly point out and distinctly claim the 
subject matter which applicant regards as the invention. 

Claims 54, 66, 71 are comprised of a list of silencer domain proteins. While the 
specification teaches ZF5, it does not teach what ZFS is. 

Claim 74, step a, has the phrase, "a fusion protein which inhibits transcription of 
a in operator linked gene." It is unclear what this means. 

Conclusion 

No claims allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Joanne Hama, Ph.D. whose telephone number Is 571- 
272-291 1. The examiner can normally be reached Monday through Thursday and 
alternate Fridays from 9:00-5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ram Shukia, Ph.D. can be reached on 571-272-0735. The fax phone 
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number for the organization where this application or proceeding is assigned is 571- 



Any inquiry of a general nature or relating to the status of this application or 
proceeding should be directed to (571) 272-0547. 

Patent applicants with problems or questions regarding electronic images that 
can be viewed in the Patent Application Information Retrieval system (PAIR) can now 
contact the USPTO's Patent Electronic Business Center (Patent EBC) for assistance. 
Representatives are available to answer your questions daily from 6 am to midnight 
(EST). The toll free number is (866) 217-9197. When calling please have your 
application serial or patent number, the type of document you are having an image 
problem with, the number of pages and the specific nature of the problem. The Patent 
Electronic Business Center will notify applicants of the resolution of the problem within 
5-7 business days. Applicants can also check PAIR to confirm that the problem has 
been corrected. The USPTO's Patent Electronic Business Center is a complete service 
center supporting all patent business on the Internet. The USPTO's PAIR system 
provides Internet-based access to patent application status and history information. It 
also enables applicants to view the scanned images of their own application file 
folder(s) as well as general patent information available to the public. For all other 
customer support, please call the USPTO Call Center (UCC) at 800-786-9199. 
JH 



273-8300. 



ANNEM WEHBE'PH.D 

pRiMrvH : Examiner 




